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WHAT IS CLAIMED IS: 



1 . A composition comprising 
5 (a) a NPY5 antagonist of formula I or II 




and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 
(1) aryl, and 
15 (2) heteroaryl, 

wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 



(a) 


halogen, 


(b) 


nitro, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy0ower)alkyl, 


(f) 


cycloflower)alkyl, 


(g) 


lower alkenyl, 


(h) 


lower alkoxy, 


(i) 


halo(lower)alkoxy, 


(D 


lower alkylthio, 


(k) 


carboxyl, 
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10 



15 



(1) lower alkanoyl, 

(m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar2 is selected from the group consisting of 

(1) aryl, and 

(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


0) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


a) 


aryl; 


n is 0 or 1; 





20 



Q is selected from the group consisting of a single bond or carbonyl; 
T, U, V and W are each independently selected from the group consisting of 
25 (1) nitrogen, and 

(2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 
(a) halogen, 
30 (b) lower alkyl, 

(c) hydroxy, and 

(d) lower alkoxy, and 

wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 
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(1) nitrogen, and 

(2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 
5 (2) oxygen; and 

(b) an antiobesity agent selected from the group consisting of: 

(1) 5HT transporter inhibitor; 

(2) NE transporter inhibitor; 

(3) CB-1 antagonist/inverse agonist; 
10 (4) Ghrelin antagonist; 

(5) H3 antagonist/inverse agonist; 

(6) MCH1R antagonist; 

(7) MCH2R agonist/antagonist; 

(8) NPY1 antagonist; 
15 (9) leptin; 

(10) leptin derivatives; 

(11) opioid antagonist; 

(12) orexin antagonist; 

(13) BRS3 agonist; 
20 (14) CCK-A agonist; 

(15) CNTF; 

(16) CNTF derivatives; 

(17) GHS agonist; 

(18) 5HT2C agonist; 

25 (19) monoamine reuptake inhibitor; 

(20) UCP-1, 2, and 3 activator; 

(21) p3 agonist; 

(22) thyroid hormone [J agonist; 

(23) PDE inhibitor; 
30 (24) FAS inhibitor; 

(25) DGAT1 inhibitor; 

(26) DGAT2 inhibitor; 

(27) ACC2 inhibitor; 

(28) glucocorticoid antagonist; 
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(29) acyl-estrogens; 

(30) lipase inhibitor; 

(3 1) fatty acid transporter inhibitor; 

(32) dicarboxylate transporter inhibitor; 
5 (33) glucose transporter inhibitor; 

(34) serotonin reuptake inhibitors; 

(35) metformin; and 

(36) topiramate; 

and pharmaceutically acceptable salts and esters thereof. 

10 

2. The composition of Claim 1 wherein the anti-obesity agent is 
selected from the group consisting of: 





(1) 


acyl-estrogen; 




(2) 


CB-1 antagonist/inverse agonist; 


15 


(3) 


opioid antagonist; 




(4) 


monoamine reuptake inhibitor; 




(5) 


lipase inhibitor; 




(6) 


leptin; 




(7) 


CNTF; 


20 


(8) 


CNTF derivatives; 




(9) 


metformin; and 



(10) topiramate; 
and pharmaceutically acceptable salts and esters thereof. 

25 3. The composition of Claim 2 wherein the acyl-estrogen is 

selected from oleoyl-estrone, and the pharmaceutically acceptable salts thereof. 

4. The composition of Claim 2 wherein the monoamine reuptake 
inhibitor is selected from sibutramine, and the pharmaceutically acceptable salts 

30 thereof. 

5. The composition of Claim 2 wherein the CNTF derivative is 
selected from axokine, and the pharmaceutically acceptable salts thereof. 
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6. The composition of Claim 2 wherein the lipase inhibitor is 
selected from orlistat, and the pharmaceutically acceptable salts thereof. 

7. The composition of Claim 2 wherein the CB-1 

5 antagonist/inverse agonist is selected from rimonabant, and the pharmaceutically 
acceptable salts thereof. 

8. The composition of Claim 2 wherein the anti-obesity agent is 
selected from leptin, and the pharmaceutically acceptable salts thereof. 



9. The composition of Claim 2 wherein the opioid antagonist is 
selected from nalmefene, and the pharmaceutically acceptable salts thereof. 

10. The composition of Claim 2 wherein the anti-obesity agent is 
15 selected from topiramate, and the pharmaceutically acceptable salts thereof. 

1 1 . The composition of Claim 2 wherein the anti-obesity agent is 
selected from metformin, and the pharmaceutically acceptable salts thereof. 

20 12. The composition of Claim 1 wherein the NPY5 antagonist is 

selected from the group consisting of a compound of formula I 



10 



H 




25 



(D 



and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 
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(1) aryl, and 

(2) heteroaryl, 

wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 
5 (a) halogen, 

(b) nitro, 

(c) lower alkyl, 

(d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 
10 (f) cyclo(lower)alkyl, 

(g) lower alkenyl, 

(h) lower alkoxy, 

(i) halo(lower)alkoxy, 
(j) lower alkylthio, 

15 (k) carboxyl, 

(1) lower alkanoyl, 

(m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

20 Ar2 is selected from the group consisting of 

(1) aryl, and 

(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



25 


(a) 


halogen, 




(b) 


cyano, 




(c) 


lower alkyl, 




(d) 


halo(lower)alkyl, 




(e) 


hydroxy(lower)alkyl, 


30 


(f) 


hydroxy, 




(g) 


lower alkoxy, 




(h) 


halo(lower)alkoxy, 




(i) 


lower alkylamino, 




0) 


di-lower alkylamino, 
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(k) lower alkanoyl, and 
(1) aryl; 
n is 0 or 1; 

Q is selected from the group consisting of a single bond or carbonyl; 
5 T, U, V and W are each independently selected from the group consisting of 

(1) nitrogen, and 

(2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 
10 (a) halogen, 

(b) lower alkyl, 

(c) hydroxy, and 

(d) lower alkoxy; and 

wherein at least two of T, U, V, and W are methine; 
15 X is selected from the group consisting of 

(1) nitrogen, and 

(2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 
20 (2) oxygen. 

13. The composition of Claim 12 wherein the NPY5 antagonist is 
selected from the group consisting of: 

(1) N-(4-benzoylphenyl)-3-oxospiro[isoindoline-l,4'-piperidine]»l , - 
25 carboxamide; 

(2) 3-oxo-N-(5-phenyl-2-pyra2inyl)spiro[isoindoline-l,4 , -piperidine]-l'- 
carboxamide; 

(3) N-CT-methyl^-quinoly^^-oxospirotisoindoline-l^'-piperidineJ-r- 
carboxamide; 

30 (4) N-(4-benzoylphenyl)-2-methyl-3-oxospiro[isoindoline-l,4'- 

piperidine]- 1 '-carboxamide; 

(5) N-(4-benzoylphenyl)»3,4-dihydro-3-oxospiro[isoquinoline■•l(2H),4 , - 
piperidine]-! ' -carboxamide; 
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(6) 3,4-dihydro-3-oxo-N-(5-phenyl~2pyrazinyl)spiro-[isoquinoline- 

l(2H),4'-piperidine]-l'-carboxamide; 

(7) 3,4-dihydro-N-(7-methyl-2-qiiinolyl)-3-oxospiro-[isoquinoline- 

1 (2H),4' -piperidine]-l '-carboxamide; 
5 (8) N-(4-acetylphenyl)-3,4^ihyd^o-3-oxospiro-[isoquinoline-l(2H),4 , - 

piperidine] - 1 ' -carboxamide ; 

(9) 3,4-dihycko-3-oxo-N-[l-(2-q^ 
1 (2H),4' -piperidine]- 1 ' -carboxamide; 

(10) 3,4-dihydro-3-oxo-N-(5-oxo-5,6,7,8-tetrahydro-2- 
10 naphthyl)spiro[isoquinoline-l (2H),4' -piperidine]-! 9 -carboxamide; 

(1 1) 3,4-dihydro-N-[5-(2-methyl-l-propenyl)-2-pyrazinyl]-3- 
oxospko[isoquinoline-l(2H),4'-piperidine]-l'-carboxamide; 

(12) 3,4-dihydro-3-oxo-N-(3-phenyl-5-isoxazolyl)spiro-[isoquinoline- 
l(2H),4 , -piperidine]-l'-carboxamide; 

15 (13) N-[l-(7-benzo[b]furanyl)-4-imidazolyl]-3,4-dihydro-3- 

oxospiro[isoqumoline-l(2H),4'-piperidine]-l , -carboxamide; 

(14) N-[l-(3-difluoromethoxyphe^ 
oxospiro[isoquinoline-l(2H),4'-piperidine]-r-carboxamide; 

(15) 3,4-dihydro-3-oxo-N-[4-(2-pyridylcarbonyl)phenyl]- 
20 spiro[isoquinoline-l(2H),4 , -piperidine]-l , -carboxainide; 

(16) N-(3,4-dichlorophenyl)-3,4-dihydro-3-oxospiro- [isoquinoline- 
1 (2H) ,4' -piperidine]- 1 ' -carboxamide; 

(17) N-[l-(3-chlorophenyl)-4-imidazolyl]-3,4-dihydro-3- 
oxospko[isoquinoUne-l(2H),4 , -piperidine]-l , -carboxaiiiide; 

25 (18) 3Adihydro-3-oxo-N-(5-phenyl-2-thiazolyl)spko-[isoquinoline- 

1 (2H),4* -piperidine]-! ' -carboxamide; 

(19) 3,4-dihydro-3-oxo-N-[5-(2-pyridyl)-2-pyrazinyl]spiro-[isoquinoUne- 

1 (2H),4'-piperidine]-l '-carboxamide; 

(20) 3,4-dihydrcHN-(4-methyl-2-benzottoazolyl)-3-oxospiro-[isoquinoUne- 

30 l(2H),4 , -piperidine]-l , -carboxamide; 

(21) N-(5-chloro-2-benzoxazolyl)-3,4-(Hhydro-3-oxospko-[isoquinoline- 

1 (2H) ,4 ' -piperidine] - 1 ' -carboxamide ; 

(22) N-(4-benzoylphenyl)-3-oxospiro[isobenzofuran-l(3H),4 , -piperidine]- 

1' -carboxamide; 
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(23) 3-oxo-N-(5-phenyl-2-pyrazinyl)-spiro[isobenzofuran--l(3H),4 , - 
piperidine] - 1' -carboxamide; 

(24) N-(7-methyl-2-quinolyl)-3-oxospiro[isobenzofu^an-l(3H),4 , - 
piperidine]- r-carboxamide; 

5 (25) 3-oxo-N-(3-phenyl-5-isoxazolyl)spiro[isobenzofuran-l(3H),4'- 

piperidine] - 1 ' -carboxamide ; 

(26) 3-oxo-N-(7-trifluoromethylpyrido[3,2-b]pyridin--2- 
yl)spiro[isobenzofuran-l(3H),4'-piperidine]-l'^arboxamide; 

(27) 3-oxo-N-(5-phenyl-2-pyrimicUnyl)spiro [isobenzofuran- 1 (3H) ,4' - 
10 piperidine]~r-carboxamide; 

(28) 3-oxo-N- [ 1 -(3 -quinolyl)-4-imidazolyl] spiro [isobenzofuran- 1 (3H) ,4' - 
piperidine] - 1 ' -carboxamide; 

(29) 3-oxo-N-(5-phenyl-3-pyrazolyl)spiro[isobenzofuran-l(3H),4'- 
piperidine] - 1 * -carboxamide ; 

15 (30) N-[5-(4^hlorophenyl)-3-pyrazolyl]-3-oxospiro-[isobenzofuran- 

1 (3H) ,4' -piperidine]- 1 ' -carboxamide; 

(31) 3-oxo-N-[5-(3-quinolyl)-3-pyrazolyl]spko[isobenzofuran-l(3H),4'- 
piperidine]-l'-carboxamide; ! 

(32) N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro-[isobeiizofuran- 
20 1 (3H),4' -piperidine]- 1 '-carboxamide; 

(33) 3-oxo-N-[5-(3-trifluoromethylphenyl)-2-pyrimidinyl]- 
spiro[isobenzofuran-l(3H),4 , -piperidine]-l , -carboxamide; 

(34) N-[5-(3-cMorophenyl)-2-pyrimidinyl]-3-oxospiro-[isobenzofuran- 
1 (3H),4' -piperidine]- 1 * -carboxamide; 

25 (35) N-(7-difluoromethoxypyrido[3,2-b]pyridin-2-yl)-3- 

oxospiro [isobenzofuran- 1 (3H),4 ' -piperidine] - 1 ' -carboxamide; 

(36) 3-oxo-N-(5-phenyl-l,2,4-thiadiazol-3-yl)spiro-[isobenzofuran- 
1 (3H),4' -piperidine]- 1 ' -carboxamide; 

(37) N-{l-[3-(2-hydroxyethyl)phenyl]-4-imidazoly}-3-oxospiro- 
30 [isobenzofuran- 1 (3H),4' -piperidine]- 1 ' -carboxamide; 

(38) N-[4-(l-ethyl-2-imidazolyl)phenyl]-3-oxospiro-[isobenzofuran- 
1(3H),4' -piperidine]-! '-carboxamide; 

(39) N-[l-(3-methoxyphenyl)-4-imidazolyl]-3-oxospiro-[isobenzofuran- 
1 (3H),4'-piperidine]-l ' -carboxamide; 
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(40) 6-fluoro-3-oxo-N-*(5»phenyl-2-pyrazinyl)spiro--[isobenzofuran- 
1 (3H),4' -piperidine] - 1 ' -carboxamide; 

(41) 6-fluoro-3-oxo-N-(5-phenyl-2-pyrimidinyl)spiro-[isobenzoftiran- 
l(3H),4'-piperidine]-l'-carboxamide; 

5 (42) 5-fluoro-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[isobenzofuran- 1 (3H),4' - 

piperictine]-r-carboxamide; 

(43) 5-fluoro-3-oxo-N-(5-phenyl-2-pyrimidinyl)spiro-[isobenzofiiran- 
l(3H),4'-piperidine]-l '-carboxamide; 

(44) N-(4-benzoylphenyl)-3,4-d^ 
10 piperidine]-r -carboxamide; 

(45) 3,4-dihydro-3-oxo-N-(5-pheny^^ 
1 ,4' -piperidine]- 1 ' -carboxamide; 

(46) N-(5-benzoyl-2-pyrazinyl)-3,4-cUhydro-3-oxospiro[lH-2-benzopyran- 
l,4'-piperidine]-l'-carboxamide; 

1 5 (47) trans-N-(4-benzoylphenyl)-3 , -oxospiro[cyclohexane- 1 , 1 ' (3 'H)- 

isobenzofaran]-4-carboxamide; 

(48) trans-3 ' -oxo-N-(5-phenyl-2-pyrazinyl)spiro[cyclohexane- 1,1' (3 'H)~ 
isobenzofuran]-4-carboxamide; 

(49) trans-3'-oxo-N-(l-phenyl-4-imidazolyl)spiro[cyclohexane-l,l '(3'H)- 
20 isobenzofuran]-4-carboxamide; 

(50) trans-3'-oxo-N-(5-phenyl-2-pyrim^ 
isobenzofuran]-4-carboxamide; 

(51) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3'-oxospiro- 
[cyclohexane- 1 , 1 ' (3 ' H)-isobenzofuran] -4-carboxamide ; 

25 (52) trans-3 ' -oxo-N-(5-phenyl-3-pyrazolyl)spiro[cyclohexane- 1,1' (3 'H)- 

isobenzofuran]-4-carboxamide; 

(53) trans-N-[l-(2-fluorophenyl)-4-imidazolyl]--3'-oxospiro-[cyclohexane- 
1,1' (3'H)-isobenzofuran]-4-carboxamide; 

(54) trans-N-(4-acetyl-3-trifluoro^ 
30 1 , 1 ' (3 ' H)-isobenzof uran]-4-carboxamide; 

(55) trans-3'-oxo-N-[l-(3-quinolyl)-4-imidazolyl]-spiro[cycloh^ 
1,1' (3'H)-isobenzofuran]-4-carboxamide; 

(56) trans-N-[l-(3-cyanophenyl)-4-in^ 
1 , 1 ' (3 'H)-isobenzofuran] -4-carboxamide; 
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(57) trans-N-(4-benzoylphenyl)-3-oxospiro[4-azaisobenzofuran-l (3H), 1 ' - 

cyclohexane] -4' -carboxamide; 

(58) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaisobenzofuran-» 
1(3H),1 '-cyclohexanel^'-carboxamide; 

5 (59) trans-3-oxo-N-(3-phenyl-5-isoxazolyl)spiro[4-azaisobenzofuran- 

1 (3H), 1 * -cyclohexane] -4' -carboxamide; 

(60) trans-3-oxo-N-(5-phenyl-2-pyrimid^ 
1 (3H), V -cyclohexane] -4' -carboxamide; 

(61) trans-N-(4-benzoylphenyl)-3-oxospiro[5-azaisobenzofuran-l(3H),l'- 

10 cyclohexane] -4' -carboxamide; 

(62) trans-N-(4-benzoylphenyl)-3-oxospiro[6-azaisobenzofuran-l(3H),l'- 

cyclohexane]-4' -carboxamide; 

(63) N-[5-(4-hydroxyphenyl)-2-pyrazinyl]-3-oxospiro[isobenzoftiran- 

1 (3H),4' -piperidine]- 1 ' -carboxamide; 
15 (64) N-[5-(3-hydroxyphenyl)-2-pyrazinyl]-3-oxospiro[isobenzofuran- 

1 (3H),4' -piperidine]- 1 9 -carboxamide; 

(65) 4-fluoro-3-oxo-N-(5-phenyl-2-pyrimidinyl)spiro[isobenzofuran- 
USBO^'-piperidinel-l'-carboxamide; 

(66) 7-fluoro-3-oxo-N-(5-phenyl-2-pyrimidinyl)spiro[isobenzofo^ 
20 1 (3H),4' -piperidine]- 1 * -carboxamide; 

(67) 6-ethyl-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[isobenzofuran-l (3H),4' - 

piperidine]-l'-carboxamide; 

(68) 6-hydroxy-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[isobenzofuran- 
1 (3H),4' -piperidine]-l 9 -carboxamide; 

25 (69) trans-3-oxo-N-(5-phenyl-2-pyrii^ 

1 (3H), 1 * -cyclohexane]-4 5 -carboxamide; 

(70) trans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(71) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
30 azaisobeiizofuran-l(3H),l , -cyclohexane]-4 , -carboxamide; 

(72) trans-3-oxo-N-(4-phenyl-2-oxazolyl)spiro[5-azaisobenzofuran- 
1(3H), 1 ' -cyclohexane]-4'-carboxamide; 

(73) trans-N-[5-(2-methylphenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane] -4 ' -carboxamide; 
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(74) trans-N-[5-(3»methylphenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 * -cyclohexane] -4' -carboxamide; 

(75) 1xans-N-[5-(3-fluoromethoxyphenyl>^ 
azaisobenzofuran-l(3H)J'-cyclohexane]^ , -carboxamide; 

5 (76) trans-N»[5-(3-fluoromethylphenyl)-2-pyrimidinyl]--3-oxospiro[5- 

azaisobenzofuran- 1 (3H), 1* -cyclohexane]-4' -carboxamide; 

(77) txans-N-[5-(3-fluoro-5-methoxyphenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzof uran- 1 (3H), 1 ' -cyclohexane] -4' -carboxamide; 

(78) trans-N-[5-(2-fluoro-5-methylphenyl)-2-pyiimidinyl]-3-oxospiro[5- 
10 azaisobenzofuran-1 (3H), 1 9 -cyclohexane] -4' -carboxamide; 

(79) trans-N-[4-(3-fluoromethoxyphenyl)-2-oxazolyl]-3-oxospiro[5- 
azaisobenzofuran-l(3H)4 , ^yclohexane]-4 , -carboxamide; 

(80) trans-N-[5-(3-hydroxymethylphenyl)-2-pyriimdinyl]-3-o^ 
azaisobenzofuran-l(3H),r-cyclohexane]-4 , -carboxamide; 

15 (81) trans-N-[5-(3-hydroxyphenyl)-2-pyrimidinyl]-3-oxospiro[5- 

azaisobenzofuran- 1 (3H), 1 ' -cyclohexane] -4' -carboxamide; 

(82) trans-3-oxo-N-(5-phenyl-2-pyrimidinyl)spiro[6-azaisobenzofuran- 
l(3H),r-cyclohexane]-4'-carboxamide; 

(83) trans-N-[5-(3-fluoromethylphenyl)-2-pyrimidinyl]-3-oxospiro[6- 
20 azaisobenzofuran-1 (3H), 1 '-cyclohexane]^' -carboxamide; 

(84) txans-N-[5-(3-fluoromethoxyphenyl)-2-pyrimidinyl]-3-oxospiro[6- 
azaisobenzof uran- 1 (3H) , 1 * -cyclohexane] -4' -carboxamide; 

(85) trans-3-oxo-N-(6-phenyl- 1 ,2,4-triazin-3-yl)spiro[6-azaisobenzofuran- 
1 (3H) , 1 * -cyclohexane] -4 ' -c arboxamide ; 

25 (86) trans-N-[5-(2-difluoromethoxyphenyl)-3-pyrazolyl]-3-oxospiro[6- 

azaisobenzofuran- 1 (3H) , 1 * -cyclohexane] -4' -carboxamide; 

(87) txans-N-[5-(3-difluoromethoxyphenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-l(3H),l'-cyclohexane]-4 , -carboxamide; 

(88) trans-N-[5-(3-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
30 azaisobenzofuran- 1 (3H), 1 * -cyclohexane]-4' -carboxamide; 

(89) trans-N-[5-(4-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-1 (3H), l'-cyclohexane]-4' -carboxamide; 

(90) trans-N-(4-benzoylphenyl)-3-oxospiro[7-azaisobenzofuran-l(3H),l , - 
cyclohexane]-4'-carboxamide; 
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(91) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]--3-oxospiro[7- 
azaisobenzofuran- 1(3H), 1 '-cyclohexane]-4' -carboxamide; 

(92) ixans-3-oxo-N-[2-phenyl^-pyridyl]spiro[7-azaisobenzofuran-l(3H),l'- 
cyclohexane]-4'-carboxamide; 

5 (93) trans-3-oxo-N<l-phenyM-pyrazolyl)spiro[7-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(94) lxans-3-oxo-N-(l-phenyl-3-pyrrolyl)spiro[7-azaisobenzofuran- 
1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(95) trans-N-[l-(4-fluorophenyl)-3-pyrazolyl]-3-oxospiro[7- 
10 azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(96) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[4-azaisobenzofuran- 
l(3H),l , -cyclohexane]-4 , -carboxamide; 

(97) trans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 
1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

15 (98) ixans-N-[l-(3-fluorophenyl)-4-pyrazolyl]-3-oxospiro[4- 

azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(99) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 
1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(100) trans-N-[l-(4-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
20 azaisobenzofuran-l(3H), r-cyclohexane]-4'-carboxamide; 

(101) txans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-KS^^^yclohexanel^'-carboxairiide; 

(102) trans-3-oxo-N-(5-phenyl-l,2,4-thiadiazol-3-yl)spiro[6- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

25 (103) trans-3-oxo-N-(5-phenyl-3-isoxazolyl)spko[6-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4'-carboxamide; 

(104) trans-3-oxo-N-(6-phenyl-3-pyri^ 
cyclohexane]-4' -carboxamide; 

(105) trans-3-oxo-N-(2-phenyl-3-thiazolyl)spiro[6-azaisobenzofuran- 

30 l(3H)J'-cyclohexane]-4'-carboxamide; 

(107) trans-3-oxo-N-(2-phenyl-l,23-triazol-^^ 
1 (3H) , 1 ' -cyclohexane]-4' -carboxamide; 
and pharmaceutical^ acceptable salts and esters thereof. 
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14. The composition of Claim 13 wherein the NPY5 antagonist is 
selected from the group consisting of 

(1) 3-oxo-N-(5-phenyl-2-pyrazinyl)-spiro [isobenzof uran- 1 (3H),4' - 

5 piperidine]-l '-carboxamide; 

(2) 3-oxo-N^7-1iifluoromethylpyrido[3,2-b]pyridin-2-yl)spiro- 
[isobenzofuran-1 (3H),4' -piperidine]- 1 '-carboxamide; 

(3) N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro-[isobenzofuran- 

l(3H),4'-piperidine]-l '-carboxamide; 
10 (4) trans-3'-oxo-N-(5-phenyl-2-pyri^ 

isobenzofuran]-4-carboxamide; 

(5) trans-3'-oxo-N-[l-(3-quinolyl)-4-imidazolyl]spiro[cyclohexane- 

1 , 1 * (3 ' H)-isobenzofuran] -4-carboxamide; 

(7) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofuran- 
15 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(8) trans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H),1 ' -cyclohexane]-4' -carboxamide; 

(9) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 9 -cyclohexarie]-4' -carboxamide; 

20 (10) trans-N-[l-(3,5-difluorophenyl)-4-iimdazolyl]-3-oxospiro[7- 

azaisobenzofuran-1 (3H),1 * -cyclohexane]-4* -carboxamide; 

(11) lrans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexanel-4* -carboxamide; 

(12) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
25 azaisobenzofuran-l(3H),l'-cyclohexane]-4' -carboxamide; 

(13) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4' -carboxamide; and 

(14) trans-3-oxo-N-(2-phenyl-l,23-triazol-4-yl)spiro[6-azaisobenzofur^ 
1(3H),1 '-cyclohexanel-4' -carboxamide; 

30 and pharmaceutically acceptable salts and esters thereof, 

15. A composition comprising 
(a) a NPY5 antagonist of formula I or II 
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W (CHg^O 



(D 

(ED 



or 




5 



and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 

(1) aryl, and 

(2) heteroaryl, 

10 wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

(c) lower alkyl, 

15 (d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 

(g) lower alkenyl, 

(h) lower alkoxy, 

20 (i) halo(lower)alkoxy, 

(j) lower alkylthio, 

(k) carboxyl, 

(1) lower alkanoyl, 

(m) lower alkoxycarbonyl, 
25 (n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar2 is selected from the group consisting of 

(1) aryl, and 
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(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 





(a) 


naiogen, 


5 


\P) 


cyano, 




yy) 


lnwpr allcvl 

1U W vl CUJV Jf X 9 




(d) 


nalo(lowerjaiKyi, 




(e) 


ny ciroxy viv> wci ^<mvy i , 




(f) 


hydroxy, 


10 


(g) 


lower alkoxy, 




(h) 


halo(lower)alkoxy, 




(i) 


lower alkylamino, 




0) 


di-lower alkylamino, 




(k) 


lower alkanoyl, and 


15 


G) 


aryl; 




nisOor 1; 






Q is selected 


from the group consisting of a single bond or carbonyl; 



T, U, V and W are each independently selected from the group consisting of 
(1) nitrogen, and 
20 (2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 

(a) halogen, 

(b) lower alkyl, 
25 (c) hydroxy, and 

(d) lower alkoxy, and 
wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 
(1) nitrogen, and 
30 (2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

(b) an anti-obesity agent selected from the group consisting of: 



-82- 



WO 2004/009015 



PCT/US2003/022077 



(1) 


aminorex; 


(2) 


amphechloral; 


(3) 


amphetamine; 


(4) 


benzphetamine; 


(5) 


chlorphentennine; 


(6) 


clobenzorex; 


(7) 


cloforex; 


(8) 


clominorex; 


(9) 


clortermine; 


(10) 


cyclexedrine; 


(11) dexfenfluramine; 



10 



(12) dextroamphetamine; 

(13) diethylpropion; 

(14) diphemethoxidine, 
15 (15) N-ethylamphetamine; 

(16) fenbutrazate; 

(17) fenfluramine; 

(18) fenisorex; 

(19) fenproporex; 
20 (20) fludorex; 

(21) fluminorex; 

(22) furfurylmethylamphetaiiiine; 

(23) levamfetamine; 

(24) levophacetoperane; 
25 (25) mazindol; 

(26) mefenorex; 

(27) metamfepramone; 

(28) methamphetamine; 

(29) norpseudoephedrine; 
30 (30) pentorex; 

(31) phendimetrazine; 

(32) phenmetrazine; 

(33) phentermine; 

(34) phenylpropanolamine; and 
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(35) picilorex; 
and pharmaceutically acceptable salts thereof. 

16. A composition comprising 
5 (a) a NPY5 antagonist selected from the group consisting of: 

(1) 3-oxo-N-(5-phenyl-2-pyrazinyl)-spiro[isobenzofuran-l(3H),4'- 
piperidine] - 1 9 -c arboxamide; 

(2) 3-oxo-N-(7-trifluoromethylpyrido[3 ,2-b]pyridin-2-yl)spiro- 
[isobenzofuran- 1 (3H) ,4' -piperidine] - V -c arboxamide ; 

10 (3) N-[5-(3-fluorophenyl)-2-pyriiiudinyl]-3-oxospko-[isobenzofuran- 

l(3H),4'-pipericUne]-r-carboxamide; 

(4) trans-3 ' -oxo-N-(5-phenyl-2-pyrimidinyl)spiro [cyclohexane-1 , 1 ' (3 'H)- 
isobenzofuran]-4-carboxamide; 

(5) trans-3'-oxo-N-[l-(3-quinolyl)-^iinidazolyl]spiro[cyclohexane- 
15 lJ'CS'HO-isobenzofuranJ^carboxamide; 

(6) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofiiran- 
1(3H), 1 '-cyclohexanej^'-carboxamide; 

(7) trans-N-[5-(3-fluorophenyl)-2-p^^ 
azaisobenzofuran-lCSI^jl'-cyclohexanel^'-carboxaiiiide; 

20 (8) txans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 

azaisobenzofuran-1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(10) trans-3-oxo-N-(l-phenyM-pyrazolyl)spiro[4-azdsobenzofuran- 
25 1 (3H), 1 * -cyclohexane]-4' -carboxamide; 

(12) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-l(3H),l'-cyclohexane]-4 , -carboxamide; 

(1 3) trans-3-oxo-N-(l -phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 
l(3H)4'-cyclohexane]-4' -carboxamide; and 

30 (14) trans-3-oxo-N-(2-phenyl-l ,2,3-triazol-4-yl)spiro[6-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 
and pharmaceutically acceptable salts and esters thereof; and 
(b) a Mc4r agonist selected from the group consisting of: 
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(1) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl }piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide; 

(2) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamide; 

(3) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)-5-methyl-phenyl]-N-methylcarboxamide; 

(4) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-phenyl]-N-methylcarboxamide; 

(5) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl }piperidin-4-yl)-4-methyl-phenyl]-N-methylcarboxamide; 

(6) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)^-fluoro-phenyl]-N-methylcarboxamide; 

(7) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^-(2,4^fluorophenyl)pyrrobdin-3-yl]caibonyl}piperi(iine; 

(8) 4-[2-(2-a2»tidin-l-yl-l(R)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyn:olidin-3-yl]carbonyl}piperidine; 

(9) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-(Mfluorophenyl)pyiroUdin-3-yl]carbonyl}pip6ridine; 

(10) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

(11) 4-[2-(2-azeticUn-l-yl-14-dimethyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S/lR)-l-tert-butyl-4-(2,4-difluor^^^ 

(12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^(2,4^fluoTophenyl)pyxroHdin-3-yl]carbonyl}pi^^ 

(13) N-{(lS)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyixoUdin-3-yl]carbonyl}piperidin-4-^^^ 

(14) N-{(lR)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } acetamide; 

(15) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)-5K;hlorophenyl]-l-methylethyl}acetainide; 

(16) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}acetamide; 

(17) N-{l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carboByl}piperi(iin^-yl)-5-cWoTophenyl]e^yl}cyclobutanecaiboxamide; 
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(18) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }propanamide; 

(19) N-{ l-[2-(l-{ [(3S,4R)^l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 
3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } -N-methylurea; 

(20) Methyl-2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyixolidin-3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]-2-methylpropanoate; 

(21) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroUdin- 
3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]-l-methylethyl } acetamide; 

(22) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyiTolidin- 
3-yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}-iV-methylurea; 

(23) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl}piperidin^-yl)-5-fluorophenyl]ethyl}cyclobutanecarboxainide; 

(24) N-{ l-[2-(l-{ [(3S J 4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroUdin- 
3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }propanamide; 

(25) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrroUdin-3-yl]carbonyl}piperidin^-yl)-5-fluorophenyl]ethyl}acetaiiiide; 

(26) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrroUdin-3-yl]carbonyl}piperidin^-yl)-5-^hlorophenyl]propyl}acetamide; and 

(27) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }pyrirnidine-5- 
carboxamide; 

and pharmaceutically acceptable salts thereof. 

17. A composition comprising 
(a) a NPY5 antagonist selected from the group consisting of: 

(1) 3^xo-NK5-phenyl-2-pyrazinyl)-spiro[isobenzofuran-l(3H),4'- 

piperidine]-l'-carboxamide; 

(2) 3-oxo-N<7-trifluoromemylpyrido[3,2-b]pyridin-2-yl)spiro- 

[isobenzofuran-l(3H),4'-piperidine]-l'-carboxamide; 

(3) N-[5<3-fluorophenyl)-2-pyrinndmyl]-3-oxospko-[isobenzofuran- 

l(3H),4'-piperidine]-l'-carboxamide; 

(4) trans-3'-oxo-N-(5-phenyl-2-pyrirnidinyl)spiro[cyclohexane-l,l'(3'H)- 

isobenzofuran]-4-carboxamide; 



-86- 



WO 2004/009015 



PCT/US2003/022077 



(5) trans-S'-oxo-N-Cl-CS-quinoly^^imidazolyllspirotcyclohexane-- 
1,1' (3 'H)-isobenzofuran]-4-carboxamide; 

(6) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spko[4-azaiso-benzofuran- 
1 (3H), 1 9 -cyclohexane]-4' -carboxamide; 

5 (7) txans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]--3-oxospiro[5- 

azaisobenzofuran- 1 (3H), 1 * -cyclohexane]-4' -carboxamide; 

(8) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane] -4' -carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
10 azaisobenzofuran- 1 (3H), 1 '-cyclohexanej^'-carboxamide; 

(10) trans-3 -oxo-N-( 1 -phenyl-4-pyrazolyl)spiro [4-azaisobenzofuran- 
1 (3H), 1 ' -cyclohexane]-4'-carboxamide; 

(1 1) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-lCSI^jl'-cyclohexanel^'-carboxamide; 

15 (12) trans-3-oxo-N-(l-phenyI-3-pyrazolyl)spiro[6-azaisobenzofuran- 

l(3H),l , -cyclohexane]-4' -carboxamide; and 

(13) trans-3-oxo-N-(2-phenyl- 1 ,2,3-triazol-4-yl)spiro[6-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4'-carboxamide; 

and pharmaceutical^ acceptable salts and esters thereof; and 
20 (b) a Mc4r agonist selected from the group consisting of: 

(1) N-{(lS)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4«difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide, 

(2) N^{(1S)-H2-(1-{[(3S^R)-1-^ 
pyrroUdin-3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]propyl}acetarnide, 

25 (3) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 

pyrrohdin-3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]ethyl}acetaim , 

(4) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl }piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide, 

(5) N-{(lS)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
30 pyrrolidin-3-ylJcarbonyl }piperidin-4-yl)-5-chIorophenyl]ethyl }pyrimidine-5- 

carboxamide, and 

(6) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 

{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl Jpiperidine, 
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and pharmaceutically acceptable salts thereof. 



18. A composition according to Claim 1 further comprising a 
pharmaceutically acceptable carrier. 



5 



19. A composition according to Claim 13 further comprising a 
pharmaceutically acceptable carrier. 



20. A composition according to Claim 16 or 17 further comprising a 



10 pharmaceutically acceptable carrier. 

21. A method of preventing obesity in a subject at risk 
for obesity comprising administration to said subject 

(a) a prophylactically effective amount of a NPY5 antagonist of Formula I or II: 



and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 

(1) aryl, and 

(2) heteroaryl, 

25 wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 



15 




(D 



0D 



20 
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Inwpr allcvl 


W 


Vifilnflnwpr^allcvl 


\P) 


llyLU.UA.jf ^iv Ww jOJj\.y Xy 


{ft 




(g) 


lower aiivenyi, 


(h) 


lower aiKoxy, 


CO 


halo(lower)alkoxy, 


(j) 


lower alkylthio, 


(k) 


carboxyl, 


(1) 


lower alkanoyl, 


(m) 


lower alkoxycarbonyl, 


(n) 


lower alkylene optionally substituted with oxo, and 


(o) 


-Q-Ar2; 



Ar2 is selected from the group consisting of 
15 (1) aryl, and 

(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


(j) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


(1) 


aryl; 


nisOor 1; 





Q is selected from the group consisting of a single bond or carbonyl; 
T, U, V and W are each independently selected from the group consisting of 
(1) nitrogen, and 
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(2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 
(a) halogen, 
5 (b) lower alkyl, 

(c) hydroxy, and 

(d) lower alkoxy, and 

wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 
10 (1) nitrogen, and 

(2) methine; and 
Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

15 (b) a prophylactically effective amount of an anti-obesity agent selected from the 



group consisting of: 


(1) 


5HT transporter inhibitor; 


(2) 


NE transporter inhibitor; 


(3) 


CB-1 antagonist/inverse agonist; 


(4) 


Ghrelin antagonist; 


(5) 


H3 antagonist/inverse agonist; 


(6) 


MCH1R antagonist; 


(7) 


MCH2R agonist/antagonist; 


(8) 


NPY1 antagonist; 


(9) 


leptin; 


(10) 


leptin derivatives; 


(11) 


opioid antagonist; 


(12) 


orexin antagonist; 


(13) 


BRS3 agonist; 


(14) 


CCK-A agonist; 


(15) 


CNTF; 


(16) 


CNTF derivatives; 


(17) 


GHS agonist; 


(18) 


5HT2C agonist; 
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(19) 


monoamine reuptake inhibitor; 


(20) 


UCP-1, 2, and 3 activator; 


(21) 


83 agonist: 


(22) 


thyroid hormone p agonist; 


(23) 


PDE inhibitor; 


(24) 


FAS inhibitor; 


(25) 


DGAT1 inhibitor; 


(26) 


DGAT2 inhibitor; 


(27) 


ACC2 inhibitor; 


(28) 


glucocorticoid antagonist; 


(29) 


acyl-estrogens; 




linase inhibitor' 


(3D 


fatty acid transporter inhibitor; 


(32) 


dicarboxylate transporter inhibitor; 


(33) 


glucose transporter inhibitor; 


(34) 


serotonin reuptake inhibitors; 


(35) 


metformin; and 


(36) 


topiramate; 



and pharmaceutically acceptable salts and esters thereof. 

20 

22. The method of treating a subject having a disorder associated 
with excessive food intake comprising administration of 
(a) a therapeutically effective amount of a NPY5 antagonist of Formula I or II: 



25 




(D 

(ID 
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and pharmaceutical^ acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 
(1) aryl, and 
5 (2) heteroaryl, 

wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

10 (c) lower alkyl, 

(d) halo(lower)alkyl , 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 

(g) lower alkenyl, 
15 (h) lower alkoxy, 

(i) halo0ower)alkoxy, 
(j) lower alkylthio, 
(k) carboxyl, 
(1) lower alkanoyl, 
20 (m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar2 is selected from the group consisting of 

(1) aryl, and 
25 (2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



30 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 
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(h) halo(lower)alkoxy, 

(i) lower alkylamino, 
(j) di-lower alkylamino, 
(k) lower alkanoyl, and 

5 (1) aryl; 

n is 0 or 1; 

Q is selected from the group consisting of a single bond or carbonyl; 
T, U, V and W are each independently selected from the group consisting of 
(1) nitrogen, and 
10 (2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 

(a) halogen, 

(b) lower alkyl, 
15 (c) hydroxy, and 

(d) lower alkoxy, and 
wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 

(1) nitrogen, and 
20 (2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

(b) a therapeutically effective amount of an anti-obesity agent selected from the group 
25 consisting of: 

(1) 5HT transporter inhibitor; 

(2) NE transporter inhibitor; 

(3) CB-1 antagonist/inverse agonist; 

(4) Ghrelin antagonist; 

30 (5) H3 antagonist/inverse agonist; 

(6) MCH1R antagonist; 

(7) MCH2R agonist/antagonist; 

(8) NPY1 antagonist; 

(9) leptin; 
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(10) 


leptin derivatives; 




(11) 


opioid antagonist; 




(12) 


orexin antagonist; 




(13) 


BRS3 agonist; 


5 


(14) 


CCK-A agonist; 




(15) 


CNTF; 




(16) 


CNTF derivatives; 




(17) 


GHS agonist; 




(18) 


5HT2C agonist; 


10 


(19) 


monoamine reuptake inhibitor; 




(20) 


UCP-1, 2, and 3 activator; 




(21) 


63 agonist; 




(22) 


thyroid hormone p agonist; 




(23) 


PDE inhibitor; 


15 


(24) 


FAS inhibitor; 




(25) 


DGAT1 inhibitor; 




(26) 


DGAT2 inhibitor; 




(27) 


ACC2 inhibitor; 




(28) 


glucocorticoid antagonist; 


20 


(29) 


acyl-estrogens; 




(30) 


lipase inhibitor; 




(31) 


fatty acid transporter inhibitor; 




(32) 


dicarboxylate transporter inhibitor; 




(33) 


glucose transporter inhibitor; 


25 


(34) 


serotonin reuptake inhibitors; 




(35) 


metformin; and 




(36) 


topiramate; 



and pharmaceutically acceptable salts and esters thereof; 
to a subject in need of such treatment. 

30 

23. The method according to Claim 22 wherein the disorder 
associated with excessive food intake is obesity. 
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24. A method according to Claim 22 wherein the disorder 
associated with excessive food intake is an obesity-related disorder. 

25. The method according to Claim 24 wherein the obesity-related 
5 disorder is selected from: overeating; bulimia; hypertension; diabetes, elevated 

plasma insulin concentrations; insulin resistance; dyslipidemia; hyperlipidemia; 
endometrial, breast, prostate and colon cancer; osteoarthritis; obstructive sleep apnea; 
cholelithiasis; gallstones; coronary heart disease; abnormal heart rhythms; heart 
arrythmias; myocardial infarction; polycystic ovarian disease; craniopharyngioma; the 
10 Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient subjects; normal variant 
short stature; Turner's syndrome; and acute lymphoblastic leukemia. 

26. The method according to Claim 25 wherein the obesity-related 
disorder is diabetes. 




20 

(D 

0D 



and pharmaceutical^ acceptable salts and esters thereof, wherein 
25 Arl is selected from the group consisting of: 

(1) aryl, and 

(2) heteroaryl, 
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wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

5 (c) lower alkyl, 

(d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 

(g) lower alkenyl, 
10 (h) lower alkoxy, 

(i) halo(lower)alkoxy, 
(j) lower alkylthio, 
(k) carboxyl, 
(1) lower alkanoyl, 
15 (m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar2 is selected from the group consisting of 

(1) aryl, and 
20 (2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



25 



30 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


(J) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


(1) 


aryl; 
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nisOor 1; 

Q is selected from the group consisting of a single bond or carbonyl; 

T, U, V and W are each independently selected from the group consisting of 

(1) nitrogen, and 
5 (2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 

substituent selected from the group consisting of 

(a) halogen, 

(b) lower alkyl, 
10 (c) hydroxy, and 

(d) lower alkoxy, and 
wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 

(1) nitrogen, and 
15 (2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

(b) a therapeutically effective amount of an anti-obesity agent selected from the group 
20 consisting of: 



25 



30 



(1) 


5HT transporter inhibitor; 


(2) 


NE transporter inhibitor; 


(3) 


CB-1 antagonist/inverse agonist; 


(4) 


Ghrelin antagonist; 


(5) 


H3 antagonist/inverse agonist; 


(6) 


MCH1R antagonist; 


(7) 


MCH2R agonist/antagonist; 


(8) 


NPY1 antagonist; 


(9) 


leptin; 


(10) 


leptin derivatives; 


(11) 


opioid antagonist; 


(12) 


orexin antagonist; 


(13) 


BRS3 agonist; 


(14) 


CCK-A agonist; 
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(15) 


CNTF; 




(16) 


CNTF derivatives; 




(17) 


GHS agonist; 




(18) 


5HT2C agonist; 


5 


(19) 


monoamine reuptake inhibitor; 




(20) 


UCP-1, 2, and 3 activator; 




(21) 


P3 agonist; 




(22) 


thyroid hormone {3 agonist; 




(23) 


PDE inhibitor; 


10 


(24) 


FAS inhibitor; 




(25) 


DGAT1 inhibitor; 




(26) 


DGAT2 inhibitor; 




(27) 


ACC2 inhibitor; 




(28) 


glucocorticoid antagonist; 


15 


(29) 


acyl-estrogens; 




(30) 


lipase inhibitor; 

IT ' 




(31) 


fatty acid transporter inhibitor; 




(32) 


dicarboxylate transporter inhibitor; 




(33) 


glucose transporter inhibitor; 


20 


(34) 


serotonin reuptake inhibitors; 




(35) 


metformin; and 




(36) 


topiramate; 



for the manufacture of a medicament useful for the treatment of a disorder associated 
with excessive food intake in a subject in need of such treatment. 

25 

28. The use according to Claim 27 wherein the disorder associated 
with excessive food intake is obesity. 

29. The use according to Claim 27 wherein the disorder associated 
30 with excessive food intake is an obesity-related disorder. 

30. The use according to Claim 29 wherein the obesity-related 
disorder is selected from: overeating; bulimia; hypertension; diabetes, elevated 
plasma insulin concentrations; insulin resistance; dyslipidemia; hyperlipidemia; 
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endometrial, breast, prostate and colon cancer; osteoarthritis; obstructive sleep apnea; 
cholelithiasis; gallstones; coronary heart disease; abnormal heart rhythms; heart 
arrythmias; myocardial infarction; polycystic ovarian disease; craniopharyngioma; the 
Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient subjects; normal variant 
5 short stature; Turner's syndrome; and acute lymphoblastic leukemia. 

31. The use according to Claim 30 wherein the obesity-related 
disorder is diabetes. 

10 32. The use of an NPY5 antagonist of Formula I or II 




(D 

15 OD 



and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 
(1) aryl, and 
20 (2) heteroaryl, 

wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

25 (c) lower alkyl, 

(d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 
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(g) 


lower alkenyl, 


(h) 


lower alkoxy, 


(i) 


halo(lower)alkoxy, 


(i) 


lower alkylthio, 


(k) 


carboxyl, 


0) 


lower alkanoyl, 


(m) 


lower alkoxycarbonyl, 


(n) 


lower alkylene optionally substituted with oxo, and 


(o) 


-Q-Ar2; 



10 Ar2 is selected from the group consisting of 

(1) aryl, and 

(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


(3) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


0) 


aryl; 


nisOor 1; 





Q is selected from the group consisting of a single bond or carbonyl; 
T, U, V and W are each independently selected from the group consisting of 
30 (1) nitrogen, and 

(2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 
(a) halogen, 
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(b) lower alkyl, 

(c) hydroxy, and 

(d) lower alkoxy, and 

wherein at least two of T, U, V, and W are methine; 
5 X is selected from the group consisting of 

(1) nitrogen, and 

(2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 
10 (2) oxygen; 

and an anti-obesity agent selected from the group consisting of: 

(1) 5HT transporter inhibitor; 

(2) NE transporter inhibitor; 

(3) CB-1 antagonist/inverse agonist; 
15 (4) Ghrelin antagonist; 



20 



25 



30 



(5) 

(6) 

(7) 

(8) 

(9) 

(10) 

(11) 

(12) 

(13) 

(14) 

(15) 

(16) 

(17) 

(18) 

(19) 

(20) 

(21) 

(22) 

(23) 



H3 antagonist/inverse agonist; 
MCH1R antagonist; 
MCH2R agonist/antagonist; 
NPY1 antagonist; 
leptin; 

leptin derivatives; 
opioid antagonist; 
orexin antagonist; 
BRS3 agonist; 
CCK-A agonist; 
CNTF; 

CNTF derivatives; 

GHS agonist; 

5HT2C agonist; 

monoamine reuptake inhibitor; 

UCP-1, 2, and 3 activator; 

J33 agonist; 

thyroid hormone p agonist; 
PDE inhibitor; 
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(24) 


FAS inhibitor; 


(25) 


DGAT1 inhibitor; 


(26) 


DGAT2 inhibitor; 


(27) 


ACC2 inhibitor; 


(28) 


glucocorticoid antagonist; 


(29) 


acyl-estrogens; 


(30) 


lipase inhibitor; 

AT 


(3D 


fatty acid transporter inhibitor; 


(32) 


dicarboxylate transporter inhibitor; 


(33) 


glucose transporter inhibitor; 


(34) 


serotonin reuptake inhibitors; 


(35) 


metformin; and 


(36) 


topiramate; 



and pharmaceutically acceptable salts and esters thereof; 
15 for the manufacture of a medicament for treatment of obesity which comprises an 
effective amount of NPY5 antagonist of Formula I or II and an effective amount of 
anti-obesity agent, together or separately. 

33: A product containing a NPY5 antagonist of Formula I or II 




0) 

(ID 

25 

and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 
(1) aryl, and 
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(2) heteroaryl, 

wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 
(a) halogen, 
5 (b) nitro, 

(c) lower alkyl, 

(d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 
10 (g) lower alkenyl, 

(h) lower alkoxy, 

(i) halo(lower)alkoxy, 
(j) lower alkylthio, 
(k) carboxyl, 

15 0) lower alkanoyl, 

(m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 
(o) -Q-Ar2; 
Ar2 is selected from the group consisting of 
20 (1) aryl, and 

(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 

25 



30 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


haloQower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


00 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


G) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 
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(1) aryl; 
nisOor 1; 

Q is selected from the group consisting of a single bond or carbonyl; 
T, U, V and W are each independently selected from the group consisting of 
5 (1) nitrogen, and 

(2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 
substituent selected from the group consisting of 
(a) halogen, 
10 (b) lower alkyl, 

(c) hydroxy, and 

(d) lower alkoxy, and 

wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 
15 (1) nitrogen, and 

(2) methine; and 
Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; 

20 and an anti-obesity agent selected from the group consisting of: 



25 



30 



(1) 


5HT transporter inhibitor; 


(2) 


NE transporter inhibitor; 


(3) 


CB-1 antagonist/inverse agonist; 


(4) 


Ghrelin antagonist; 


(5) 


H3 antagonist/inverse agonist; 


(6) 


MCH1R antagonist; 


(7) 


MCH2R agonist/antagonist; 


(8) 


NPY1 antagonist; 


(9) 


leptin; 


(10) 


leptin derivatives; 


(ID 


opioid antagonist; 


(12) 


orexin antagonist; 


(13) 


BRS3 agonist; 


(14) 


CCK-A agonist; 
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(15) 


CNTF; 




(16) 


CNTF derivatives; 




(17) 


GHS agonist; 




(18) 


5HT2C agonist; 


5 


(19) 


monoamine reuptake inhibitor; 




(20) 


UCP-1, 2, and 3 activator; 




(21) 


p3 agonist; 




(22) 


thyroid hormone P agonist; 




(23) 


PDE inhibitor; 


10 


(24) 


FAS inhibitor; 




(25) 


DGAT1 inhibitor; 




(26) 


DGAT2 inhibitor; 




(27) 


ACC2 inhibitor; 




(28) 


glucocorticoid antagonist; 


15 


(29) 


acyl-estrogens; 




(30) 


lipase inhibitor; 




(31) 


fatty acid transporter inhibitor; 




(32) 


dicarboxylate transporter inhibitor; 




(33) 


glucose transporter inhibitor; 


20 


(34) 


serotonin reuptake inhibitors; 




(35) 


metformin; and 




(36) 


topiramate; 



and pharmaceutical^ acceptable salts and esters thereof; 

as a combined preparation for simultaneous, separate or sequential use in obesity. 

25 

34. A method of preventing obesity in a subject at risk 
for obesity comprising administration to said subject 

(a) a prophylactically effective amount of a NPY5 antagonist selected from the group 
consisting of: 

30 (1) 3-oxo-N-(5-pheny^2-pyrazinyl)-spiro[isobenzofuran-l(3H),4 , - 

piperidine]-r-carboxamide; 

(2) 3-oxo-N-(7-lrifluoromethylpyri^ 
[isobenzofuran-l(3H),4'-piperidine]-l , --carboxamide; 
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(3) N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3--oxospiro--[isobenzofuran- 
1 (3H),4' -piperidine]-l ' -carboxamide; 

(4) trans-3 ' <>xo-N-(5-phenyl-2-pyrimidinyl)spiro[cyclohexane-l , 1 ' (3 'H)- 
isobenzofuran]-4-carboxamide; 

5 (5) trans-3'-oxo-N-[l-(3-quinolyl)^-imidazolyl]spiro[cyclohexane-- 

1 , 1 9 (3 'H)-isobenzofuran] -4-carboxamide; 

(6) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofuran- 
1 (3H),1 ' -cyclohexane]-4' -carboxamide; 

(7) trans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
10 azaisobenzof uran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(8) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran-l(3H),r -cyclohexane]-4' -carboxamide; 

(9) txans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
azaisobenzof uran-1 (3H), 1 ' -cyclohexane] -4' -carboxamide; 

15 (10) trans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 

1(3H), 1 ' -cyclohexane]-4' -carboxamide; 

(11) txans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-l(3H)4'-cyclohexane]-4 , -cai^boxamide; 

(12) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 
20 l(3H),r-cyclohexane]-4' -carboxamide; and 

(13) trans-3-oxo-N-(2-phenyl~l^ 
1 (3H), 1 • -cyclohexane]-4' -carboxamide; 

and pharmaceutical^ acceptable salts and esters thereof; and 
(b) a prophylactically effective amount of a Mc4r agonist selected from the group 
25 consisting of : 

(1) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyirolidin-3- 
yl]carbonyl }piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide; 

(2) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyirolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamd 

30 (3) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidine- 

yl]carbonyl}piperidin-4-yl)-5-methyl-phenyl]-N-methylcarboxainide; 

(4) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-phenyl]-N-methylcarboxamide; 
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(5) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-4-methyl-pte^ 

(6) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)^fluoro-phenyl]-N-methylcarboxamide; 

5 (7) 4-[2-(2-azetidin-l-yl-l(S)-methyl^^^ 

{[(3S,4R)-l-tert-butyl-4-(2,4-diflu^^ 

(8) 4-[2-(2-azetidin-l-yl-l(R)-methyl-2^ 

{ [(3S,4R)-l-tert-butyl^(2,4-difluorophenyl)pyrxolidin-3-yl]carb }piperidine; 

(9) 4-[2-(2-azetidin-l-yl-lJ-dimelhyl-2-oxoethyl)^-chlorophenyl]-l- 
10 { [(3S,4R)-l-tert-butyl-4-(2,4-difta^ }piperidine; 

(10) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyl-4-(2/4-difl^^ 

(11) 4-[2-(2-azetidin-l-yl-lJ-dimethyl-2-ox 

{ [(3S,4R)-l-tert-butyl-4-(2,4-diflu^^ Jpiperidine; 
15 (12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 

{ [(3S/4R)-l-tert-butyl-4-(2,4-^ 

(13) N-{(lS)-l-[2-(l-{ [(3S,4R>l-tert-butyl-4<2,4-difluorophenyl> 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } acetamide; 

(14) N-{(lR)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
20 pyrroHdin-3-yl]carbonyl } piperidin-4-yl)-5-chlorophenyl]ethyl } acetamide; 

(15) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyMK2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]-l-methylethyl } acetamide; 

(16) N-{ l-[2-(l-{ [(3S,4R)-l»tert-butyM-(2,4-<Kfluorophenyl)pyiTolidine 
yljcarbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide; 

25 (17) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2^ 

yl]carbonyl}piperidin-4-yl)-5-chlorophenyU^ 

(18) N-{ l-[2-(l-{ [(3S/lR)-l-tert-butyl-4-(2^ 
yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }propanamide; 

(19) N-{ l-[2-(l-{[(3S/lR)-l-tert-bu^ 

30 yl]carbonyl } piperidin-4-yl)-5-chlorophenyl] ethyl } -iV-methylurea; 

(20) Methyl-2-[2-(l-{ [(3S,4R)-l-tert-butyM<2,4-difluorophenyl)-pyrrolidin- 
3-yl]carbonyl}piperidin-4-yl)-5-cM^ 

(21) N-{ l-[2Kl-{[(3S,4R)-l-tert-buty^ 

yljcarbonyl } piperidin-4-yl)-5-fluorophenyl]- 1-methylethyl } acetamide; 
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(22) N-{ l-[2-(l-{ [(3S,4R)-l-tert^butyl-4-(2,4-difluoro-phenyl)pyrrolidin-3- 
yl]carbonyl } piperidin-4-yl)-5-fluorophenyl]ethyl } -N-methylurea; 

(23) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2 ,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl } piperidin-4-yl)-5-fluorophenyl]ethyl } cyclobutanecarboxamide; 

5 (24) N-{ l-[2-(H[(3S,4R)-l-tert^^ 

yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }propanamide; 

(25) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pynrohdin-3-yl]carbonyl}piperidm^ 

(26) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 

10 pynx>lidin-3-yl]carbonyl}piperidin^ and 

(27) N-{ (lS)-H2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-cM^ 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }pyrimidine-5- 
carboxamide; 

and pharmaceutically acceptable salts thereof. 

15 

35. The method of treating a subject having a disorder associated 
with excessive food intake comprising administration of 

(a) a therapeutically effective amount of a NPY5 antagonist selected from the group 
consisting of: 

20 (1) 3-oxo~N-(5-phenyl-2-pyrazinyl)-spko[isobeIlzofuran-l(3H),4 , - 

piperidme]-r~carboxamide; 

(2) 3-oxo-NK7-trifluoromethylpyrido[3,2-b]pyridin-2-yl)spiro- 
[isobenzofuran-l(3H),4'-piperidine]-l , -carboxamide; 

(3) N-[5-(3-fluorophenyl)-2-pyriim^ 
25 1 (3H),4' -piperidine]-l ' -carboxamide; 

(4) trans-3^oxo-N-(5-phenyl-2-pyrimidinyl)spiro[cyclohexane-14X3'H)- 
isobenzofuran]-4-carboxamide; 

(5) trans-3 , K)XO-N-[l-(3-quinolyl)^-imidazolyl]spiro[cyclohexane- 
1 , 1 * (3 * H)-isobenzofuran] -4-carboxamide; 

30 (6) trans-3^xo~N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofuran- 

1(3H),1 '-cyclohexane]-4'-carboxamide; 

(7) trans-N-[5-(3-fluorophenyl)-2-pyriinidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 
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(8) trans-N-[5-(2-fluorophenyl)-2-pyriinidinyl]-3-oxospiro[5- 
azaisobenzof uran- 1 (3H) , 1 * -cyclohexane]-4 ' -carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)^-imidazolyl]-3-oxospiro[7- 
azaisobenzofuran-1 (3H), 1 '-cyclohexane] -4' -carboxamide; 

5 (10) trans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 

1 (3H), 1 * -cyclohexane]-4' -carboxamide; 

(1 1) trans-N~[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran-1 (3H), 1 ' -cyclohexane]-4'-carboxamide; 

(12) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 
10 l(3H)4'-cyclohexane]-4* -carboxamide; and 

(13) trans-3-oxo-N-(2-phenyM,23-triazoM 
1 (3H), 1 9 -cyclohexane]-4* -carboxamide; 

and pharmaceutical^ acceptable salts and esters thereof; and 
(b) a therapeutically effective amount of a Mc4r agonist selected from the group 
15 consisting of: 

(1) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl }piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide; 

(2) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamide; 

20 (3) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 

yl]carbonyl}piperidin-4-yl)-5-methyl-phenyl]-N-methylcarboxamide; 

(4) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-phenyl]-N-methylcarboxamide; 

(5) 2-[2-(l- { [(3S ,4R)- l-.tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
25 yl]carbonyl}piperidin-4-yl)-4-methyl-phenyl]-N-methylcarboxamid 

(6) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-4-fluoro-phenyl]-N-methylcarboxamide; 

(7) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2^ 
{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3-yl]c^ 

30 (8) 4-[2-(2-azetidin-l-yl-l(R)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 

{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyn:oUdin-3-yl]c^ 

(9) 4-[2-(2-azetidin-l-yl-ia-dimethyl-2-oxoethyl)-4-cMorophenyl]-l^ 
{ [(3S,4R)-l-tert-butyl-4-(2,4-c^^ 
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(10) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^-(2,4-difluorophenyl)pyn:oUdin-3-yl]carbonyl}piperidine; 

(1 1) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

5 (12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 

{[(3S,4R)-l-tert-butyl^<2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

(13) N-{(lS)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }acetamide; 

(14) N-{(lR)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
10 pyrrolidin-3-yl]carbonyl}piperidin^yl)-5-chlorophenyl]ethyl}acetairdde; 

(15) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyirolidin-3- 
yl]carbonyl}piperidin^-yl)-5^hlorophenyl]-l-me1hylethyl}acetaiiiide; 

(16) N- { l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)-5-fluorophenyl]ethyl}acetamide; 

15 (17) N-{ l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 

yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } cyclobutanecarboxamide; 

(18) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]ethyl}propanamide; 

(19) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 
20 3-yl]carbonyl}piperidin-4-yl)-5-cMorophenyl]ethyl}-iV-methylurea; 

(20) Methyl-2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolicUn-3-yl]carbonyl}piperidin^yl)-5-chlorophenyl]-2-metbylpK)panoate; 

(21) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroUdin- 
3-yl]carbonyl}piperidin-^yl)-5-fluorophenyl]-l-methylethyl}acetamide; 

25 (22) N-{ l-[2-(l-{ [(3S,4R>l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 

3-yl]caibonyl}piperidin^yl)-5-fluorophenyl]ethyl}-A^methylurea; 

(23) N-{ l-[2-(l-{ [(3S,4R>l-tert-butyl-4-(2,4-difluorophenyl)pyn:oUdin-3- 
yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl Jcyclobutanecarboxamide; 

(24) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyirolidin- 
30 3-yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}propanamide; 

(25) N-{(lS)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide; 

(26) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]propyl } acetamide; and 
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(27) N-{ QS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl> 
pyrrolidin~3-yl]carbonyl}piperidin-4-yl)-5-chlorophen 
carboxamide; 

and pharmaceutically acceptable salts thereof; 
5 to a subject in need of such treatment. 

36. The method according to Claim 35 wherein the disorder 
associated with excessive food intake is obesity. 

10 37. A method according to Claim 35 wherein the disorder 

associated with excessive food intake is an obesity-related disorder. 

38. The method according to Claim 37 wherein the obesity-related 
disorder is selected from: overeating; bulimia; hypertension; diabetes, elevated 

15 plasma insulin concentrations; insulin resistance; dyslipidemia; hyperlipidemia; 

endometrial, breast, prostate and colon cancer; osteoarthritis; obstructive sleep apnea; 
cholelithiasis; gallstones; coronary heart disease; abnormal heart rhythms; heart 
arrythmias; myocardial infarction; polycystic ovarian disease; craniopharyngioma; the 
Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient subjects; normal variant 

20 short stature; Turner's syndrome; and acute lymphoblastic leukemia. 

39. The method according to Claim 38 wherein the obesity-related 
disorder is diabetes. 

25 40. The use of 

(a) a therapeutically effective amount of a NPY5 antagonist selected from the group 
consisting of: 

(1) 3-oxo-N-(5-phenyl-2-pyrazinyl)-spiro[isobenzofuran-l(3H),4 , - 

piperidine]-l 9 -carboxamide; 
30 (2) 3-oxo-N-(7-trifluorome1hylpyrido[3,2-b]pyridin-2-yl)spiro- 

[isobenzofuran- 1 (3H),4* -piperidine]- 1 ' -carboxamide; 

(3) N-[5-(3-fluorophenyl)-2-pyri^ 
1 (3H),4' -piperidine]-! * -carboxamide; 
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(4) trans-3 ' -oxo-N-(5-phenyl-2-pyrimidinyl)spiro[cyclohexane-l , 1 ' (3'H)- 

isobenzofuran]-4-carboxamide; 

(5) trans-3 , -oxo-N-[l-(3-quinolyl)-4-imidazolyl]spiro[cyclohexane- 

1,1' (3 'H)-isobenzofuran]-4-carboxamide; 
5 (6) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofuian- 

1 (3H), 1 ' -cyclohexane]-4'-carboxamide; 

(7) trans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(8) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 

10 azaisobenzofuran-1 (3H), 1' -cyclohexane]-4' -carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
azaisobenzofuran-l(3H),l'^yclohexane]-4'-carboxanoide; 

(10) trans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 

l(3H),l'-cyclohexane]-4'-carboxamide; 
15 (11) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 

azaisobenzofuran-l(3H),l'-cyclohexane]-4' -carboxamide; 

(12) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 

l(3H),r-cyclohexane]-4' -carboxamide; and 

(13) trans-3-oxo-N-(2-phenyl-l ,2,3-triazol-4-yl)spiro[6-azaisobenzoruran- 
20 l(3H),l'-cyclohexane]-4' -carboxamide; 

and pharmaceutically acceptable salts and esters thereof; and 

(b) a therapeutically effective amount of a Mc4r agonist selected from the group 

consisting of: 

(1) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
25 yl]carbonyl}piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide; 

(2) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrroUdin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamide; 

(3) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrroUdin-3- 
yl]carbonyl}piperidm-4-yl)-5-methyl-phenyl]-N-memylcarboxamide; 

30 (4) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 

yl]carbonyl}piperidin-4-yl)-phenyl]-N-methylcarboxamide; 

(5) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrroUdin-3- 
yl]carbonyl}piperi<iin-4-yl)-4-methyl-phenyl]-N-methylcarboxamide; 
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(6) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)^-fluoro-phenyl]-N-methylcarboxajmde; 

(7) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

5 (8) 4-[2-(2-azetidin-l-yl-l(R)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 

{[(3S,4R)-l-tert-butyl^(2,4-difluorophenyl)pyixolidin-3-yl]carbonyl}piperidine; 

(9) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrrolicfin-3-yl]carbonyl}piperidine; 

(10) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]-l- 
10 {[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

(1 1) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrrolicUn-3-yl]carbonyl}piperidine; 

(12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^K2,4-difluorophenyl)pyrroUdin-3-yl]carbonyl}piperidine^ 

15 (13) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 

pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } acetamide; 

(14) N-{(lR)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-cMorophenyl]ethyl } acetamide; 

(15) N-{l-[2-(l-{E(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
20 yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]-l-methylethyl } acetamide; 

(16) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}acetamide; 

(17) N-{ l-[2-(l-{ [(SS^R^l-tert-butyM^^-difluorophenyOpyrrolidin-S- 
yl]carbonyl}piperidin^-yl)-5K;Worophenyl]emyl}cyclobutanecarboxamide; 

25 (18) N-{ l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 

yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl Jpropanamide; 

(19) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyiroUdin-3- 
yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]ethyl}-A^-methylurea; 

(20) Methyl-2-[2Kl-{[(3S,4R)-l-tert-butyl^(2,4-difluorophenyl)-pyrroUdin- 
30 3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]-2-methylpropanoate; 

(21) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyirolidin-3- 
yl]carbonyl}piperidin^-yl)-5-fluorophenyl]-l-memylethyl}acetamide; 

(22) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyiroUdin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}-7V-methylurea; 
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(23) N-{ l-[2-(l-{ [(3S,4R)-l-tert'butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoroph^ 

(24) N-{ l-[2-(l-{[(3S,4R)-l-tert-butyl^ 
yl]carbonyl}piperidin^-yl)-5-fluorophenyl]ethyl}propanai]Gdde; 

5 (25) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 

pyrrolidin-3-yl]carbonyl } piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide; 

(26) N-{(lS>l-[2-(l-{ [(3S,4R)^l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]propyl } acetamide; and 

(27) N-{(lS)-l-[2-(l-{ [(3S,4R>l-tert-butyl-4-(2,4-difluorophenyl)- 
10 pyrrolidin-3-yl]carbonyl}piperidin^-^^^ 

carboxamide; 

and pharmaceutically acceptable salts and esters thereof; 

for the manufacture of a medicament useful for the treatment of a disorder associated 
with excessive food intake in a subject in need of such treatment. 

15 

41 . The use according to Claim 40 wherein the disorder associated 
with excessive food intake is obesity. 

42. The use according to Claim 40 wherein the disorder associated 
20 with excessive food intake is an obesity-related disorder. 

43. The use according to Claim 42 wherein the obesity-related 
disorder is selected from: overeating; bulimia; hypertension; diabetes, elevated 
plasma insulin concentrations; insulin resistance; dyslipidemia; hyperlipidemia; 

25 endometrial, breast, prostate and colon cancer; osteoarthritis; obstructive sleep apnea; 
cholelithiasis; gallstones; coronary heart disease; abnormal heart rhythms; heart 
arrythmias; myocardial infarction; polycystic ovarian disease; craniopharyngioma; the 
Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient subjects; normal variant 
short stature; Turner's syndrome; and acute lymphoblastic leukemia. 

30 

44. The use according to Claim 43 wherein the obesity-related 
disorder is diabetes. 

45. The use of an NPY5 antagonist selected from the group 
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consisting of 

(1) 3-oxo-N-(5-phenyl-2-py^azinyl)-spiro[isobenzofu^an-l(3H),4 , -. 
piperidine] - 1 9 -carboxamide; 

(2) 3-oxo-N-(7-txifluoromethylpy^ 

5 [isobenzofuran-l(3H),4' -piperidine]- 1 ' -carboxamide; 

(3) N-[5-(3-fluorophenyl)-2-pyriinidinyl]-3-oxospko-[isobeiizofuran- 
1 (3H),4' -piperidine]-l 9 -carboxamide; 

(4) trans-3 ' -oxo-N-(5-phenyl-2-pyrimidinyl)spiro [cyclohexane- 1,1' (3 'H)- 
isobenzofuran]-4-carboxamide; 

10 (5) trans-S'-oxo-N-tl-CS-quinolyO^imidazolylJspirotcyclohexane- 

1,1* (3'H)-isobenzofuran]-4-carboxamide; 

(6) trans-3-oxo-N-(5-phenyl-2-pyrazinyl)spiro[4-azaiso-benzofuran- 
USH^'-cyclohexaneM'-carboxamide; 

(7) trans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
1 5 azaisobenzofuran- 1(3H), 1 ' -cyclohexane] -4' -carboxamide; 

(8) trans-N-[5-(2-fluorophenyl)-2-pyrimidinyl]-3-oxospiro[5- 
azaisobenzofuran-l(3H),r-cyclohexane]-4'-carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
azaisobenzofuran-l(3H),l'-cyclohexane]-4'-carboxaiiiide; 

20 (10) trans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro[4-azaisobenzofuran- 

1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(11) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran- 1 (3H), 1 * -cyclohexane]-4' -carboxamide; 

(12) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 

25 1 (3H),1 ' -icyclohexane]-4' -carboxamide; and 

(13) trans-3-oxo-N-(2-phenyl-l,23-triazol-4-yl)spiro[6-azaisobenzoto 

1(3H),1 ' -cyclohexane]-4' -carboxamide; 
and pharmaceutically acceptable salts and esters thereof; 
and a Mc4r agonist selected from the group consisting of: 
30 (1) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 

yl]carbonyl }piperidin-4-yl)-5-chloro phenyl]-N-methylcarboxamide; 

(2) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl } piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamide; 
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(3) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin^-yl)-5-methyl-phenyl]-N-methylcarboxaimde; 

(4) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pytrolidin-3- 
yl]carbonyl}piperidin-4-yl)-phenyl]-N-methylcarboxainide; 

5 (5) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 

yl]carbonyl}piperidin-^yl)-4-methyl-phenyl]-N-methylcarboxamide; 

(6) 2-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-4-fluoro-phenyl]-N-methylcarboxanaide; 

(7) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
10 {[(3S,4R)-l-tert-bulyM-(2,4-difluorophenyl)pyiTolidin-3-yl]carbonyl}piperidine; 

(8) 4-[2-(2-azetidin-l-yl-l (R)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrroUdin-3-yl]carbonyl}piperidine; 

(9) 4-[2K2-azetidin-l-yl-14-dimethyl-2-oxoethyl)-4-chlorophenyl]-l- 
{ [(3S.4R)- l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3-yI]carbonyl }piperidine; 

15 (10) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]-l- 

{[(3S,4R)-14ert-butyl^(2,4-difluorophenyl)pyrroUdin-3-yl]carbonyl}piperidine; 

(11) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyM-(2,4-difluorophenyl)pyrroUdin-3-yl]carbonyl}piperidine; 

(12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 
20 { [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl Jpiperidine; 

(13) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } acetamide; 

(14) N-{ (lR)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrroUdin-3-yl]carbonyl}piperidin-4-yl)-^ 

25 (15) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 

yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]-l-methylethyl }acetamide; 

(16) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluorophenyl]ethyl}acetamide; 

(17) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
30 yl]carbonyl}piperidin^-yl)-5^hlorophenyl]ethyl}cyclobumecarboxamide; 

(18) N-{ l-[2-(l-{ t(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
yl]carbonyl}piperidin^yl)-5H:Worophenyl]ethyl}propanaDQide; 

(19) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroUdin- 
3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]ethyl}-iV-methylurea; 
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(20) Methyl-242<1~{[(3S,4R)-^ 
pyrrolidin-3-yl]carbonyl}piperidin-4-yl)-5-cMorophenyl]-2-m 

(21) N-{ l-[2-(H [(3S,4R)-l-tert-butyM-(2,4-difluoro-phenyl)pyrrolidin 
3-yl]carbonyl}piperidin-4-yl)-5-fluorophenyl^^ 

5 (22) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyM-(2,4-difluoro-phenyl)pyrrolidin- 

3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } -iV-methylurea; 

(23) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-cM^ 
yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }cyclobutanecarboxamide; 

(24) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroUdin- 
10 3-yl]carbonyl}piperidin^-yl)-5-fluorophenyl]ethyl}propanamide; 

(25) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyirolidin-3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide; 

(26) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyirolidin-3-yl]carbonyl}piperidin^-yl)-5-<:hlorophenyl]propyl }acetamide; and 

15 (27) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 

pyrrohdin-3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }pyrimidine-5- 
carboxamide; 

and pharmaceutical acceptable salts and esters thereof; 

for the manufacture of a medicament for treatment of obesity which comprises an 
20 effective amount of the NPY5 antagonist and an effective amount of the Mc4r 
agonist, together or separately. 

46. A product containing a NPY5 antagonist selected from the 
group consisting of: 

25 (1) 3-oxo-N-(5-phenyl-2-pyrazinyl)-spko[isobenzofuran-l(3H) 9 4'- 

piperidine]-r -carboxamide; 

(2) 3-oxo-N-(7-trifluoromethylpyrido[3 ,2-b]pyridin-2-yl)spiro- 
[isobeiizofuran-l(3H),4'-piperidine]-r-carboxamide; 

(3) N-[5-(3-fluorophenyl)-2-pyrim^ 
30 l(3H),4'-piperidine]-l , -carboxamide; 

(4) trans-3*-oxo-N-(5-phenyl-2-p^ 
isobenzofuran]-4-carboxamide; 

(5) trans-3 , -oxo-N-[l-(3-quinolyl)-4-imidazolyl]spiro[cyclohexane-- 
1,1' (3 'H)-isobenzofuran]-4-carboxamide; 
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(6) txans-3-oxo-N-(5-phenyl-2-pyrazinyl)spko[4-azaiso-benzofuran- 
1 (3H), r -cyclohexane]-4' -carboxamide; 

(7) txans-N-[5-(3-fluorophenyl)-2-pyrimidinyl]--3-oxospiro[5- 
azaisobenzofuran- 1(3H) , 1 *-cyclohexane]-4' -carboxamide; 

5 (8) trans-N-[5-(2-fluorophenyl)-2-pyriiiudinyl3-3-oxospiro[5-- 

azaisobenzofuran-l(3H), 1 ' -cyclohexane]-4' -carboxamide; 

(9) trans-N-[l-(3,5-difluorophenyl)-4-imidazolyl]-3-oxospiro[7- 
azaisobenzofuran- 1 (3H), r-cyclohexane]-4' -carboxamide; 

(10) txans-3-oxo-N-(l-phenyl-4-pyrazolyl)spiro [4-azaisobenzofuran- 
10 1 (3H), 1 9 -cyclohexane]-4' -carboxamide; 

(1 1) trans-N-[l-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[6- 
azaisobenzofuran- 1 (3H), 1 ' -cyclohexane]-4' -carboxamide; 

(12) trans-3-oxo-N-(l-phenyl-3-pyrazolyl)spiro[6-azaisobenzofuran- 
l(3H),l'-cyclohexane]-4'-carboxamide; and 

15 (13) trans-3-oxo-N-(2-phenyl-l,23-tria 

1 (3H), 1 * -cyclohexane]-4' -carboxamide; 
and pharmaceutically acceptable salts and esters thereof; 
and a Mc4r agonist selected from the group consisting of: 

(1) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
20 yl]carbonyl}piperidin-4-yl)-5-chloro phenyl] -N-methylcarboxamide; 

(2) 2-[2-(l-{ [(3S,4R>l-tert-butyl-4-(2,4-difluorophenyl) pyrroHdin-3- 
yl]carbonyl}piperidin-4-yl)-5-fluoro-phenyl]-N-methylcarboxamide; 

(3) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-5-methyl-phenyl]-N-methylcarboxamide; 

25 (4) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 

yl]carbonyl } piperidin-4-yl)-phenyl]-N-methylcarboxamide; 

(5) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
yl]carbonyl}piperidin-4-yl)-4-methyl-phenyl]-N-melhylcarboxamide; 

(6) 2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl) pyrrolidin-3- 
30 yl]carbonyl }piperidin-4-yl)-4-fluoro-phenyl]-N-methylcarboxamide; 

(7) 4-[2-(2-azetidin-l-yl-l(S)-methyl-2-oxoethyl)-4-chlorophenyl]-l- 
{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyixoUdin-3-yl]carbonyl Jpiperidine; 

(8) 4-[2-(2-azetidin-l-yl-l(R)-methyl-2-ox 
{[(3S^R)-l-tert-butyl-4-(2^ 
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(9) 4-[2-(2-azetidin-l-yl-l ,l-dimethyl-2-oxoethyl)-4-chlorophenyl]-l- 
{[(3S,4R)-l-tert-butyWK2,4-difluorophenyl)pytrolidin-3-yl]carbonyl}piperidine; 

(10) 4-[2-(2-azetidin-l-yl- l-cyclopropyl-2-oxoethyl)-4-chlorophenyl]- 1- 
{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

5 (11) 4-[2-(2-azetidin-l-yl-l,l-dimethyl-2-oxoethyl)-4-fluorophenyl]-l- 

{[(3S,4R)-l-tert-butyl^-(2,4-difluorophenyl)pyrrolidin-3-yl]carbonyl}piperidine; 

(12) 4-[2-(2-azetidin-l-yl-l-cyclopropyl-2-oxoethyl)-4-fluorophenyl]-l- 
{[(3S,4R)-l-tert-butyl^(2,4-difluorophenyl)pyiroUdin-3-yl]carbonyl}piperidine; 

(13) N-{ (lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
10 pyiToUdin-3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]ethyl}acetamide; 

(14) N-{(lR)-l-[2-(l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyiroUdin-3-yl]carbonyl}piperi(Kn^-yl)-5-chlorophenyl]ethyl}acetajiiide; 

(15) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 
yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]-l-methylethyl } acetamide; 

15 (16) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrroUdin-3- 

yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl } acetamide; 

(17) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidm-3- 
yl]carbonyl}pipericHn-4-yl)-5-chlorophenyl]ethyl}cyclobutanecarboxamide; 

(18) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
20 yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl }propanamide; 

(19) N-{ l-[2-(l-{ [(3S ) 4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 
3-yl]carbonyl }piperidin-4-yl)-5-chlorophenyl]ethyl } -JV-methylurea; 

(20) Methyl-2-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrroUdin-3-yl]carbonyl}piperidin-4-yl)-5-chlorophenyl]-2-methylpropanoate; 

25 (21) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 

3-yl]carbonyl}piperidin^-yl)-5-fluorophenyl]-l-methylemyl}acetemide; 

(22) N-{ l-[2-(l-{ [(3S > 4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrroHdin- 
3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }-A^-methylurea; 

(23) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)pyrrolidin-3- 
30 yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }cyclobutanecarboxamide; 

(24) N-{ l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluoro-phenyl)pyrrolidin- 
3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }propanamide; 

(25) N-{(lS)-l-[2-(l-{ [(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)- 
pyrrolidin-3-yl]carbonyl }piperidin-4-yl)-5-fluorophenyl]ethyl }acetamide; 
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(26) N«{(lS)-l-[2<l-{[(3S,4R)-l-tert-butyl-4-(2,4-difluorophenyl)^ 
pyiroUdin-3-yl]carbonyl}piperidm^ and 

(27) N-{(lS)-l-[2<l-{[(3S,4R)-l-tert^^ 
pynx>Udin-3-yl]carbonyl}piperidin^^ 

5 carboxamide; 

and pharmaceutically acceptable salts and esters thereof; 

as a combined preparation for simultaneous, separate or sequential use in obesity. 

47. A kit comprising at least one unit dosage of a prophylactically or 
10 therapeutically effective amount of a NPY5 antagonist of Formula I or n, and 

pharmaceutically acceptable salts and esters thereof, and at least one unit dosage of a 
prophylactically or therapeutically effective amount of an anti-obesity agent, and 
pharmaceutically acceptable salts and esters thereof. 

15 48. A method of maintaining weight loss in a subject comprising 

administration of 

(a) a therapeutically effective amount of a NPY5 antagonist of Formula I or H: 



20 




U Y 
W (CH^O 



0) 

0D 



or 




and pharmaceutically acceptable salts and esters thereof, wherein 
25 Arl is selected from the group consisting of: 

(1) aryl, and 

(2) heteroaryl, 
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wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

5 (c) lower alkyl, 

(d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 

(g) lower alkenyl, 
10 (h) lower alkoxy, 

(i) halo(lower)alkoxy, 
(j) lower alkylthio, 
(k) carboxyl, 
(1) lower alkanoyl, 
15 (m) lower alkoxycarbonyl, 

(n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar2 is selected from the group consisting of 

(1) aryl, and 
20 (2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



25 



30 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl, 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


(j) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


d) 


aryl; 
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n is 0 or 1; 

Q is selected from the group consisting of a single bond or carbonyl; 

T, U, V and W are each independently selected from the group consisting of 

(1) nitrogen, and 
5 (2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 

substituent selected from the group consisting of 

(a) halogen, 

(b) lower alkyl, 
10 (c) hydroxy, and 

(d) lower alkoxy, and 
wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 
(1) nitrogen, and 
15 (2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

(b) a therapeutically effective amount of an anti-obesity agent selected from the group 
20 consisting of: 



(1) 


5HT transporter inhibitor; 


(2) 


NE transporter inhibitor; 


(3) 


CB-1 antagonist/inverse agonist; 


(4) 


Ghrelin antagonist; 


(5) 


H3 antagonist/inverse agonist; 


(6) 


MCH1R antagonist; 


(7) 


MCH2R agonist/antagonist; 


(8) 


NPY1 antagonist; 


(9) 


leptin; 


(10) 


leptin derivatives; 


(11) 


opioid antagonist; 


(12) 


orexin antagonist; 


(13) 


BRS3 agonist; 


(14) 


CCK-A agonist; 



- 122- 



WO 2004/009015 



PCT/US2003/022077 



(15) CNTF; 

(16) CNTF derivatives; 

(17) GHS agonist; 

(18) 5HT2C agonist; 

5 (19) monoamine reuptake inhibitor; 

(20) UCP-1, 2, and 3 activator; 

(21) P3 agonist; 

(22) thyroid hormone p agonist; 

(23) PDE inhibitor; 
10 (24) FAS inhibitor; 

(25) DGAT1 inhibitor; 

(26) DGAT2 inhibitor; 

(27) ACC2 inhibitor; 

(28) glucocorticoid antagonist; 
15 (29) acyl-estrogens; 

(30) lipase inhibitor; 

(31) fatty acid transporter inhibitor; 

(32) dicarboxylate transporter inhibitor; 

(33) glucose transporter inhibitor; 
20 (34) serotonin reuptake inhibitors; 

(35) metformin; 

(36) topiramate; 

(37) zonisamide; 

(38) aminorex; 

25 (39) amphechloral; 

(40) amphetamine; 

(41) benzphetamine; 

(42) chlorphentermine; 

(43) clobenzorex; 
30 (44) cloforex; 

(45) clominorex; 

(46) clortermine; 

(47) cyclexedrine; 

(48) dexfenfluramine; 
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(49) dextroamphetamine; 

(50) diethylpropion; 

(51) diphemethoxidine, 

(52) N-ethylamphetamine; 
5 (53) fenbutrazate; 

(54) fenfluramine; 

(55) fenisorex; 

(56) fenproporex; 

(57) fludorex; 
10 (58) fluminorex; 

(59) furfurylmethylamphetamine; 

(60) levamfetamine; 

(61) levophacetoperane; 

(62) mazindol; 
15 (63) mefenorex; 

(64) metamfepramone; 

(65) methamphetamine; 

(66) norpseudoephedrine; 

(67) pentorex; 

20 (68) phendimetrazine; 

(69) phenmetrazine; 

(70) phentermine; 

(71) phenylpropanolamine; and 

(72) picilorex; 

25 and pharmaceutically acceptable salts and esters thereof; 
to a subject in need of such treatment. 

49. A composition comprising 
(a) a NPY5 antagonist of formula I or II 

30 
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Y 

W (CH 2 )>0 or 
(D 

(ID 

5 

and pharmaceutically acceptable salts and esters thereof, wherein 
Arl is selected from the group consisting of: 

(1) aryl, and 

(2) heteroaryl, 

10 wherein the aryl and heteroaryl groups are unsubstituted or optionally substituted with 
a substituent selected from the group consisting of: 

(a) halogen, 

(b) nitro, 

(c) lower alkyl, 

15 (d) halo(lower)alkyl, 

(e) hydroxy(lower)alkyl, 

(f) cyclo(lower)alkyl, 

(g) lower alkenyl, 

(h) lower alkoxy, 

20 (i) halo(lower)alkoxy, 

(j) lower alkylthio, 

(k) carboxyl, 

(1) lower alkanoyl, 

(m) lower alkoxycarbonyl, 
25 (n) lower alkylene optionally substituted with oxo, and 

(0) -Q-Ar2; 

Ar 2 is selected from the group consisting of 

(1) aryl, and 
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(2) heteroaryl, 

wherein aryl and heteroaryl are unsubstituted or optionally substituted with a 
substituent selected from the group consisting of: 



(a) 


halogen, 


(b) 


cyano, 


(c) 


lower alkyl, 


(d) 


halo(lower)alkyl , 


(e) 


hydroxy(lower)alkyl, 


(f) 


hydroxy, 


(g) 


lower alkoxy, 


(h) 


halo(lower)alkoxy, 


(i) 


lower alkylamino, 


G) 


di-lower alkylamino, 


(k) 


lower alkanoyl, and 


(1) 


aryl; 


n isO or 1; 





Q is selected from the group consisting of a single bond or carbonyl; 

T, U, V and W are each independently selected from the group consisting of 

(1) nitrogen, and 
20 (2) methine, 

wherein the methine group is unsubstituted or optionally substituted with a 

substituent selected from the group consisting of 

(a) halogen, 

(b) lower alkyl, 
25 (c) hydroxy, and 

(d) lower alkoxy, and 
wherein at least two of T, U, V, and W are methine; 
X is selected from the group consisting of 

(1) nitrogen, and 
30 (2) methine; and 

Y is selected from the group consisting of 

(1) imino, unsubstituted or optionally substituted with lower alkyl, and 

(2) oxygen; and 

(b) an anti-obesity agent selected from the group consisting of: zonisamide, 
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and pharmaceutically acceptable salts and esters thereof. 

50. A method of treating a subject having a disorder associated with 
excessive food intake comprising administration of the composition of Claim 49 to a 

5 subject in need thereof. 

5 1 . The method according to Claim 50 wherein the disorder 
associated with excessive food intake is obesity. 

10 52. A method according to Claim 5 1 wherein the disorder 

associated with excessive food intake is an obesity-related disorder. 

53. The method according to Claim 52 wherein the obesity-related 
disorder is selected from: overeating; bulimia; hypertension; diabetes, elevated 

15 plasma insulin concentrations; insulin resistance; dyslipidemia; hyperlipidemia; 

endometrial, breast, prostate and colon cancer; osteoarthritis; obstructive sleep apnea; 
cholelithiasis; gallstones; coronary heart disease; abnormal heart rhythms; heart 
arrythmias; myocardial infarction; polycystic ovarian disease; craniopharyngioma; the 
Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient subjects; normal variant 

20 short stature; Turner's syndrome; and acute lymphoblastic leukemia. 

54. The method according to Claim 53 wherein the obesity-related 
disorder is diabetes. 

25 55. A method of preventing obesity in a subject at risk 

for obesity comprising administration of the composition of claim 49 to said subject. 
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